GIN-005 



-45- 




LAIMS: 



^ /i . A method for modulating fflV-1 fuskrtfcofactor expression, comprising 
manipulating an accessory molecule on the^stfrface of a T cell, thereby modulating HIV- 
5 1 fusion cofactor expression. 



2 . The methojkof claim 1 , wherein said accessory molecule on the surface 
a T cell is a CD28 molecule. ' 



10 3. The method of claim 1, wherein said accessory molecule on the^urface of 

a T cell is a CTLA-4 molecule. 
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4. The method of claim 1, wherein said HIV-1 fusion cofactor is CCR5. 

15 5. The method of claim 1, wherein said HIV-1 fusio/l cofactor expression is 

down regulated. 

6. The method of claim 5, wherein said HlWl fusion cofactor expression is 
down regulated by stimulating a CD28-associated signal in the T cell. 

20 

7. The method of claim 6, wherein $did CD28-associated signal is an 
intracellular signal. 

8. The method of claim 1, v^Hejem s^HIV-1 fusion cofactor expression is 
25 up regulated. 



9. The method of claim/8, vripft&n said HIV-1 fusion cofactor expression is 
up regulated by inhibiting a C028-asgociated signal in the T cell. 

30 10. The method of claim 9, wherein said CD28-associated signal is an 

intracellular signal. 
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1 1 . Th^method of claim 1 , wherein said HIV-1 fusion cofactor expression is 
modulated in vivi 

12. / The method of claim 1, wherein said HIV-1 fusion cofactor expression is 
modulated/fn vitro. , 
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13. The method of claim 1, wherein said accessory molecufe on the surface of 
said T cell is manipulated by the use of an agent which interacts wi*h said accessory 
molecule. 

14. The method of claim 13, wherein said agent i/an antibody. 

1 5. The method of claim 14, wherein said anybody is an anti-CD28 antibody. 

16. The method of claim 14, wherein sa)fl antibody is an anti-CTLA-4 
antibody or fragment thereof. 

1 7. The method of claim 1 6, wherein said anti-CTLA-4 antibody binds an 
epitope on the CTLA-4 molecule comprising the B7-1 or B7-2 binding site. 

1 8. The method of claim 1 3, /Wherein ^rf^gent is a combination of an anti- 
CD28 and an anti-CD3 antibody. 

19. The method of claim 13, \^herejrf said agent is a combination of an anti- 
CD28 and an anti-CD3 antibody ,/inmWbili^d on a solid surface. 

20. The method ofifclaim^S, wherein said anti-CTLA-4 antibody is soluble. 



21 . A method for treating a subject having an HIV-1 infection, comprising 
administering to said sublet an agent which stimulates a CD28-associated signal in the 
T cells of said subject^thereby treating said subject having an HIV-1 infection. 

22. The method of claim 21, wherein said agent is an antibody. 



23. Thfe method of claim 22, wherein said antibody is an anti-CD28 antibody. 

24. /The method of claim 22, wherein said antibody is an anti-CTLA-4 
antibody. 



25. The method of claim 24, wherein said anti-CTLA-4 antibody binds an 
epitope on the CTLA-4 molecule comprising the B7-1 or B7-2 binding site. 
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26. The method of claim 21, wherein said agent is a combinatitai ofan anti- 
CD28 and an anti-CD3 antibody. 

27. The method of claim 2 1 , wherein said agent is a combination of an anti- 
CD28 and an anti-CD3 antibody, immobilized on a solid surfac 

28. The method of claim 24, wherein said anti-GTLA-4 antibody is soluble. 

29. The method of claim 21, wherein said ggent is co-administered with an 
influenza vaccine. 



30. The method of claim 21, whereiy&aid subject is suffering from chronic 
HIV-1 infection. 



31. The method of claim 21, fyther coip^?ing determining the levels of 
CCR5 expression in said subject. 

32. The method of claim Jl\ , fujflier con^rising determining the level of viral 
load in said subject. 

33. A method for treating a submit having an HIV-1 infection, comprising: 
obtaining T c^Ils from saicr subject; and 

contacting s^fid T cells with an agent which stimulates a CD28-associated 
signal in said T c^lls of said subject, thereby treating said subject having an HIV- 
1 infection. 

34. The^nethod of claim 33, wherein said agent is an antibody. 

35. The method of claim 34, wherein said antibody is an anti-CD28 antibody. 

36. / The method of claim 34, wherein said antibody is an anti-CTLA-4 
antibody or/fragment thereof. 



^37. The method of claim 36, wherein said anti-CTLA-4 antibody binds an 
epitope on the CTLA-4 molecule comprising the B7-1 or B7-2 binding site. 
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38. The method of claim 33, wherein said agent is a combinatioiySf an anti- 
CD28 and an anti-CD3 antibody. 

39. The method of claim 33, wherein said agent is a coinjzfination of an anti- 
CD28 and an anti-CD3 antibody, immobilized on a solid surface./ 

40. The method of claim 36, wherein said anti-CTLA-4 antibody is soluble. 

41 . The method of claim 33, further comprising determining the levels of 
CCR5 expression in said T cells. 

42. The method of claim 33, further comprising determining the levels of 
viral load in said T cells. 

43. A composition for treating HIV comprising an effective amount of an 
agent which downregulates an HIV-1 fusion cofetto^expression. 

44. The composition of cjaim 4f 9 w^fergin said agent is coupled to a solid 
phase surface. 

45. The compositior/of claim 43ywherein said agent is an antibody. 

46. The composjfron of claim 45, wherein said antibody is an anti-CD28 
antibody. 

47. The con^position of claim 45, wherein said antibody is an anti-CTLA-4 
antibody or fragmenythereof. 

48. Th/ composition of claim 47, wherein said anti-CTLA-4 antibody binds 
an epitope on the? CTLA-4 molecule comprising the B7-1 or B7-2 binding site. 

49. / The method of claim 43, wherein said agent is a combination of an anti- 
CD28 and aft anti-CD3 antibody. 

5®. The method of claim 43, wherein said agent is a combination of an anti- 
CD28 and an anti-CD3 antibody, immobilized on a solid surface. 
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51. The method of claim 47, wherein said anti-CTLA-4 antibo#f .s soluble. 

52. The composition of claim 43 , further comprising jjjafagent that provides a 
primary activation signal to the T cell. 

53. The composition of claim 52, whereip^aid agent that provides a primary 
activation signal to the T cell is an anti-CD3 an^tfod^ 

54. A method for identifying agftfitfpat modulates the expression of an 
io HIV-1 fusion cofactor, comprising 

providing a T cptfexpressinga x cell surface receptor which binds a 

costimulatory moteeule; 

stimulating a signal transduction pathway associated with said receptor; 
con^cting said T cell with said agent; and 
15 jd^termining the levels of expression o f said HIV-1 fusion cofactor, 

theprf>yjcl^^ of 3X1 HIV_1 fusion 

factor. 






